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DETAILED ACTION 

1 . Claims 20-23 are pending and under consideration in the present application. 



Information Disclosure Statement 

2. The information disclosure statement (IDS) submitted on November 25, 2003 is in 
compliance with the provisions of 37 CFR 1.97. Accordingly, the information disclosure 
statement has been considered by the examiner. 

Specification 

3. The amendment filed on November 25, 2003 is objected to under 35 U.S.C. 132 because 
it introduces new matter into the disclosure. 35 U.S.C. 132 states that no amendment shall 
introduce new matter into the disclosure of the invention. The added material which is not 
supported by the original disclosure is as follows: the incorporation by reference of the teachings 
of U.S. AppUcation 09/623,548 and the applications fi-om which it claims priority. The teachings 
of these apphcations are broader in scope (relating to the modification and stabilization of 
proteins in general) than the teachings of the current application as filed and its parent cases 
through U.S. AppHcation 10/288,340 (the teachings of which are limited to the modification of 
certain insulinotropic peptides). 

It is noted that the incorporation by reference was made in a preliminary amendment filed 
with the present application. However, this application is a continuation of 10/288,340 and 
09/657,332, and the Oath/Declaration filed with this application is the Declaration filed in the 
09/657,332 appUcation. The teachings of Application 09/623,548 and the applications from 
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which it claims priority were not incorporated by reference into the 09/657,332 appUcation. 
Because the material incorporated by reference into the present application was incorporated 
after the execution of the Oath/Declaration, and was not referred to by the Oath/Declaration filed 
in the present apphcation, the newly incorporated material is New Matter to the present 
application. 

Applicant is required to cancel the new matter in the reply to this Office Action. 



Double Patenting 

4. A rejection based on double patenting of the "same invention" type finds its support in 
the language of 35 U.S. C. 101 which states that "whoever invents or discovers any new and 
useful process ... may obtain a patent therefor..." (Emphasis added). Thus, the term "same 
invention/' in this context, means an invention drawn to identical subject matter. See Miller v. 
Eagle Mfg. Co., 151 U.S. 186 (1894); In re Ockert, 245 F,2d 467, 1 14 USPQ 330 (CCPA 1957); 
and In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970). 

A statutory type (35 U.S. C. 101) double patenting rejection can be overcome by 
canceling or amending the conflicting claims so they are no longer coextensive in scope. The 
filing of a terminal disclaimer cannot overcome a double patenting rejection based upon 35 
U.S.C 101. 

5. Claims 20-23 are provisionally rejected under 35 U.S.C. 101 as claiming the same 
invention as that of claims 26, 29, 32, and 35 of copending Application No. 10/288,340 (which is 
an allowed application). This is a provisional double patenting rejection since the conflicting 
claims have not in fact been patented. 



6. The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d2010 (Fed. 
Cir. 1993); In re LongU 759 F.2d 887, 225 USPQ 645 (Fed Cir. 1985); In re Van Omum, 686 
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F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1 . 130(b). 

Effective January 1 , 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 

7. Claims 20-23 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 21 and 22 of copending 
Application No. 10/722,733. Although the conflicting claims are not identical, they are not 
patentably distinct from each other because the claims of the copending appHcation, which 
describe a composition comprising the Glucagon-like peptide (GLP) in claim 20 of the present 
application, is generic to the present claims. This is because the claims of the copending 
application, while claiming a composition comprising the GLP, do not require the conjugation of 
the peptide to a blood protein. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 



8. Claims 20-23 are rejected under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over claims 1-5, 12-17, and 21-29 of U.S. Patent 
6,593,295. Although the conflicting claims are not identical, they are not patentably distinct from 
each other because the claims of the copending application are generic to the currently claimed 
peptide conjugates. Although the claims in the co-pending application do not specifically 
identify the presently claimed compounds (they do not teach the D-Ala derivation), the 
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independent claims of the patent are generic to it. Further, patent teaches the making of the D- 
Alanine GLP-1 derivatives. See e.g., columns 34-38. The currently claimed conjugates are 
therefore obvious variants of the previously claimed compositions. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not (yet) in fact been patented. 

9. Claims 20-23 are rejected under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over claims 3, 4, 6, 8, 13, and 14 of U.S. Patent No. 
6,329,336. Although the conflicting claims are not identical, they are not patentably distinct from 
each other because the claims of the patent are generic to the presently claimed derivatives of the 
GLP-1 peptide. These GLP-1 derivatives are derivatives of the peptide disclosed as SEQ ID NO: 
17 in the patent. Further, the modifications of the presently claimed peptides are either disclosed 
in, or obvious from the disclosure in, the patent. See e.g., column 3, lines 10-20, and column 8, 
lines 35-55; and Example 9. The combination of the peptides with a pharmaceutically acceptable 
carrier is not explicitly disclosed by the patent, however, as the patent teaches methods of 
administering the peptide derivatives to patients, and as such methods of administration are 
known generally in the art to involve the use of pharmaceutically acceptable carriers, this 
limitation is also obvious over the patent. Thus, the presently claimed methods are obvious 
species of the genus described by identified claims of the 6,329,336 patent. 
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10. The above rejections are, in part, based on the specification of a previously issued patent, 
rather than the claims. In support of the use of this material, the examiner notes the following 
excerpt from MPEP section 804: 

When considering whether the invention defined in a claim of an appUcation is an obvious variation 
of the invention defined in the claim of a patent, the disclosure of the patent may not be used as prior 
art. This does not mean that one is precluded from all use of the patent disclosure. 

The specification can always be used as a dictionary to leam the meaning of a term in the patent 
claim. In re Boylan, 392 F.2d 1017, 157 USPQ 370 (CCPA 1968). Further, those portions of the 
specification which provide support for the patent claims may also be examined and considered when 
addressing the issue of whether a claim in the application defines an obvious variation of an invention 
claimed in the patent. In re Vogel, 422 F.2d 438, 441-42, 164 USPQ 619, 622 (CCPA 1970). The 
court in Vogel recognized "that it is most difficult, if not meaningless, to try to say what is or is not an 
obvious variation of a claim," but that one can judge whether or not the invention claimed in an 
application is an obvious variation of an embodiment disclosed in the patent which provides support 
for the patent claim According to the court, one must first "determine how much of the patent 
disclosure pertains to the invention claimed in the patent" because only "[t]his portion of the 
specification supports the patent claims and may be considered" The court pointed out that "this use 
of the disclosure is not in contravention of the cases forbidding its use as prior art, nor is it applying 
the patent as a reference under 35 U.S.C. 103, since only the disclosure of the invention claimed in 
the patent may be examined " 

Thus, the courts have held that it is permissible to use the specification in determining 

what is included in, and obvious from, the invention defined by the claim on which the 

rejection is based. This is true even where elements are drawn from the specification 

describing the claimed invention which are not elements in the claim itself. 



Claim Rejections - 35 USC§103 
1 1 . The following is a quotation of 35 U.S.C, 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 
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12. Claims 20-23 are rejected under 35 U.S.C. 103(a) as being unpatentable over Larsen et al. 
(U.S. Patent 6,528,486 - Larsen); in view of Pouletty et al. (U.S. Patent 5,612,034- Pouletty), 
Krantz et al. (U.S. Patent 6,107,489- Krantz), and Hyldig-Nielson (U.S. Patent 5,612,458); and 
in view of Marburg et al. (Bioconjugate Chemistry, 7:612-616), and Siegel et al. (Regulatory 
Peptides, Vol. 79, pp. 93-102, mailed from publisher on Feb. 22, 1999- hereinafter Siegel). The 
rejected claims read GLP- 1(7-36) derivatives comprising a D-alanine in the position of residue 8, 
a Lysine added to the C-terminal of the peptide and conjugated via the lysine to a 
maleimidopropionic acid (MP A) through a [2-(2-amino)ethoxy]ethoxy acetic acid (AEEA) 
linker molecule, and conjugated through the MPA to a blood protein, and to pharmaceutical 
compositions conprising these conjugates. 

Larson teaches both a D-Ala^- GLP- 1(7-3 6) and the addition of a Lysine in position 37 
such that a non-peptide groups may be attached thereto. Column 3, line 66 to column 4, line 4, 
and column 6, line 60 to column 7, line 14. Larson teaches that these peptide analogs induce 
insulin production, and may be used in the treatment of diabetes. Column 15, lines 15-25. 
However, while the reference teaches both of these derivations, the reference also focuses on the 
use of a derivative of the alanine at position 8 with a Glycine rather than the D-Ala, and does not 
teach the use of the Lysine as a binding site of MPA, or the attachment of the resultant derivative 
with a blood protein. 

The attachment of the protein to a blood protein is rendered obvious by the teachings of 
Larson in combination with the Pouletty and Krantz references. Pouletty teaches the use of a two 
part conjugate linking a therapeutic agent to a blood component thereby extending the agents 
effective Ufetime in the body. Col. 2, lines 5-10, and 15-40. The patent teaches that the method 
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described may used for many therapeutic agents, including those that bind to cell surface 
receptors, including those to renin and insulin. Col 8, lines 3 and 11-12. Further, the patent 
teaches that, rather than having a two-part conjugation between the blood component and the 
therapeutic agent, one may put the agent on the first part, which directly attaches to the blood 
component. Col. 5, lines 9-36; esp. lines 34-35 stating that it is generally satisfactory to have the 
therapeutic agent on the first compound. 

However, the Pouletty does not teach the use of MPA to attach to the blood con:5)onent, 
or the use of the specific GLP-l(7-36) derivative with an d-isomer of alanine in position 8 and a 
lysine added to the C-terminal. The Krantz patent, entitled "Extended Lifetimes In Vivo Renin 
Inhibition," deals with the art of making chemically active proteins last for longer periods within 
the body by joining them to blood proteins, Column 2, lines 40-52, and column 3, lines 33-60. 
This conjugation can be accomplished by bonding the renin to reactive entities, compounds 
capable of forming covalent bonds- especially with mobile blood components. Col. 3, lines. 33- 
44. The patent teaches that the preferred reactive entity is member of the maleimido-containing 
group; and that MPA is one of the two preferred reactive groups. Col. 5, lines 51-56. Thus it is 
would have been obvious to one of ordinary skill in the art to combine these two references with 
Larson to create a system of delivering the GLP-1 derivative with an extended in vivo effective 
lifetime using MPA as a reactive member to join the GLP-1 peptide with a blood protein. 

Each of Krantz and Pouletty also teach that the MPA may be indirectly bound to the 
peptide through a linker. Krantz, columns 3-4; and Pouletty, column 3, lines 25-59. Pouletty 
further teaches that the hnking Group used is not critical, and that any linking group may be 
used. Pouletty also teaches that the length of the linker is variable. 
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Hyldig-Nielson teaches the use of AEEA as a linker between a biotin a label and a 
subject molecule, and therefore that the linker was known to those in the art. As the linker is one 
that is known in the art, and as Pouletty teaches that any such linker may be used, it would have 
been obvious to one of ordinary skill in the art to use the AEEA linker between the MPA and the 
peptide of Larson. As indicated by Pouletty, the size of the linker molecule (and therefore the 
number of AEEA molecules) used is variable, and subject to optimization by those wishing to 
practice the invention. 

None of the above references individually teach the attachment of the MPA to a Lysine 
added as residue 37 to the GLP- 1(7-36) peptide. However, Marburg does teach the conjugation 
of a protein with a carrier molecule with a maleimido group. Page 612, left column. The 
reference further teaches that maleimido groups may be joined to either the N-terminal amino 
acid, or to a Lysine residue. Page 612, right column. Because this reference teaches that Lysines 
may be used to attach maleimido groups, and Larson teaches the addition of a C-terminal lysine 
on the GLP-1 peptide such that a non-peptide moiety may be added, it would have been obvious 
to one of ordinary skill in the art to add a Lysine to C-terminus of the D-ALA^ GLP-1 (7-36) 
suggested by Larson and taught by Siegel. Having done this, it would then have been obvious to 
those in the art to join this peptide to the blood proteins as suggested by Krantz and Pouletty. 

While Larson teaches that a D-Ala^ derivative of the GLP-1 may be made, none of the 
references suggest a motivation for doing so. The Siegel reference teaches that D-Ala^ GLP-1(7- 
36) is one of 2 derivatives of GLP-1 that have the effect of lengthening the period of stimulating 
insulin production (from normal GLP-1) and indicated that this derivative is the only derivative 
with an extended in vivo half-life. P. 99. Thus, this reference suggests a motivation to one skilled 
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in the art to use the D-ALA^ GLP- 1(7-36) in a therapeutic composition. Thus, the combined 
teachings of this reference and Larson would have lead one of ordinary skill in the art to make 
the claimed GLP-1 peptide derivative. The Larson, Siegel, Marburg, Pouletty, and Krantz 
references cumulatively suggest, and render obvious to the presently claimed GLP-1 derivative 
conjugates. 

13. It is noted that the above rejection is essentially the same rejection as was made 
against the claims in the parent application 10/288,340. The rejection in the parent 
application was withdrawn in view of the unexpected results demonstrated in the 
Declarations and Response filed (re-submitted) on May 13, 2004 in that parent application. 
Thus, a submission of a copy of those declarations and arguments would be sufDcient to 
overcome the present rejection. 

Conclusion 

14. No claims are allowed. 

1 5. The following prior art reference is made of record and is considered pertinent to 
applicant's disclosure as close prior art. However, the reference is not considered to anticipate or 
render obvious the claimed invention. 

WO 98/20895, naming Knudsen et al. as inventors. This reference teaches GLP-1 
derivatives. 
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16. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Zachariah Lucas whose telephone number is 571-272-0905. The 
examiner can normally be reached on Monday-Friday, 8 am to 4:30 pnL 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Housel can be reached on 571-272-0902. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an appUcation may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for pubhshed applications 
may be obtained from either Private PAIR or PubUc PAIR. Status information for unpubhshed 
appKcations is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 





JAMES HOUSEL ^ 
SUPERVISORY PATENT EmmiEH 
TECHNOLOGY CENTER 1600 



